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= (54) Title: MEDICINAL COMPOSITION FOR TREATING CHRONIC HEPATITIS C 

= (54) »w<&«»: «ttcsnF &£%m?ztzto<D&mmtfLte 

rH 

^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
^ one active ingredient selected from the group consisting of IL-15, myeloid dendritic cell maturation stimulators (for example, CpG 
00 oli 8 0 deoxynucleotide, GM-CSF, IL-4, LPS, CD40L, polyI:C, TNF- or and IFN-T) and lectin-binding substances (for example, 
fS mannose carbohydrate, fucose carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 
CO active ingredients). In the above medicinal composition and therapeutic method, it is possible to use IFN- a together with these 
^ active ingredients. 

^(57)g^:*S£WI*s I L-15, 5 xp -f KXttttflBABMBH? CpGt'j 3 J rtti'X9l>** 

© h\ GM-CS F, I L-4, LPS, CD40L, poly I ;C, TN F-fffc^t/ I FN-r) U^VlS 

MUX. vw-xtokfctt. 7zi-xig*^fccfcL^ttu^^>ftft) ^b^*lf^^S«*^€) 1S 
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cmB&&4)V7s (hcv) «, 7 y tv-oixyy s v-\zmtz>-*mzf 
titMMffi^.tmmmfimn?z> mmtfi^ z\tx$>z> 0 h cvwhi 

15 ^It^BHCVMt§WS5„ Z\0>m<Dfz*b\Z, m&, S14HCV 
^e,nTV^ (#|H?¥1 1 - 1 5 2 2 3 1) 0 FN— a \Z£2>3¥- 

*$tLT^§itT*ft§ (Proa Natl. Acad. Sci. USA 92 (7) : 2755-9, 
1995; Science 258 (5079): 135-40) 0 Z\%l%.X(OW9i-frb, 1S14HCV«S 

(J. Immunol., 169 (6): 3447-3458, 2002; Clin. Exp. Immunol., 109(3): 
25 451-457, 1997) , HC V^S^W^T^^^^JLTV^t^^&tl^o 

Hcvti, mx\* t fomm7*mm*ftmt£iti3i<-fz>z\t\z&y) a. Immunol. 

162:5584-5591, 1999) , SfcBCD 4££tfCD 8 T$8M^£IS^r3 
tCckO (J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001) , 
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Hcvvmwtmpkvmmtsiftmviote. hcv*s*««jb (do mm*® 
wuTVi*z:tT?ft*. »«ffljfitt«'b5Si*fettJRS*iffliia7?&e), g*©&& 

*«PftfioTVi* (Banchereau, et al, Nature 392 (6673) : 245-252, 1998; 
Blood, 90 (9) : 3245-3287, 1997) . JhlMtfttMtt, ^fcLTSXtH FJMBtt 

ftgttllJB (MDC) tt, ^^Jl/Xfc^r*^**rXz:^T-«jSj6«F©W* 
L-12JfcttTNF-alMU S^CThDSMW. 

TSBiam cu (pdc) «, 

10 ©ISI FN£»fflU itlTTh2lttra»t§= 

$nT*3D (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 
524, 2001) , Z<DZ.tfrZ, i«IWHCVI:J:0^$n5MiW 

wmmzm&mmtz z. tm, m^mmomm^±\zn^(Dm^ ltv^ - 

WHS I FN a TMt^tM I CA/B^IL, NK«£*£ttlt; 

MHC^7* lM&A.®.&£UBm (MICA/B) tt, N 
KtWSKfeVJT^^x-f 7<DBmfti/{fi-)V*teMTZ>NKG 2 D©'J #> FT 

nk*«, «»sibfcaiifi**»«!-r2:tK:«ko, m*(Dffimmz-ft?% 

©1Mh;M>, MM* I FNr Sftffl-r^ntfcit), ^<5t£fcgEJ5Sgfc 
J£g£R£-f. MICA/Bft, fiSlSW^^^IMHCfcttft^D, Kfc^g 

<i jwzmmvtcMm, "7>bU7,^mc n mmiz^x7y^u^=LU-h^ 
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CWmtrtfrZ (HCV) IFNa#at£ 
5 ±4MI C A/B O^^t < ^SbT^S i t^§$nt^5 (J. 
Immunol. 170:1249-1256, 2003) . Ttot>%. «ttHCV«ft«#lC*V»TB, 
WllCfeWMI CA/B^OWNKtt©ffitt, *j:r««<Tiafi 

tfttXlRl : 4#M¥1 1- 1 5 2 2 3 1 
#1WRtlU : J. Immunol. 162:5584-5591, 1999 
^#^F»2 : Gastroenterology 120:512-524. 2001 
##fF»3 : J. Immunol. 170:1249-1256, 2003 

15 

i cA/B©ii«§n, NK«ia*««ttft;sn*cfc&Bv^bfc. 

#5e##5«, Va-F^^fcttPfc**^* (vsv) tt. «TOM 

25 dcc«w**«, jaa»]w*H : P*^*Jitic«fc0j^a*fcMDCfcj4Wft 

WcV^fc. S6Jc»MDC±©l/^^>«5H t « t ">a-H^'f7 r VSVftA 
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*mw\t, i l - 1 5, sxp-t H«^m«»a™^i/ 

cMfF^^^-r^fc*©Emm^ti^»i-^o $?£l<&, ^©.ta^E^ 
u&mt, m&cmtf&<Dmmiz&\,*T i fn-« testis. 
5 #spj©ff£u«uc«fcntf, i L-i 5^*-r^>, itttcMSf^*^ 
i-^fc*©^m^WM^$n§ B #£L<te, i l — 1 sz^rz^mw 

©«TO, 1H4CSfff^©^tC*5^TI FN- a <h0fffl£n5 o 

15 JBHHaH^tt, CpGtUJft^i'WK, GM-CSF, I L-4, 
LPS, CD 4 0 L, polyl : C, TNF-a feitf I FN-t 

20 *-&^r-r**55W®iadc«ia, if ttcsijif &©&!!££ v>t i fn-« tmm 

#fgBJ§«, IL-15, F*#*TOfiri^«H^;fttfl'*3 1 
*58K». IL-15, Sin-f^WISMtlfRtfl/^f 

sen, «cffifff^^?&^T^rcfe©g^©ii^©fc»e)©i l- 
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5 Bite, TOmK£tt3S*©lH' h#^>££3MI CA/B<Dmi<Dm 

02&, IL-15^IFNa ia§MI CA/BO%i0ii^t. 
@3tt, I FN a SfcttI L-l 5T5W»Ufc»JRmilfiK:J:5NK«aifiStt 

10 04fct, I FNa tfclll L - 1 5fMLfcWttK<k§NKWtt 

0 5 tt. I L - 1 5 K:J:*NKIIfiflHtft*«^fc*«©*S**^- 

0 6 te, I L - 1 5 T« b fcffiVtmm £ N Kffiflg t £ h 7 £ 

15 0 7 ft, KM I C A/B^ICJ:§NK*«©lf§it. 
08 tt, RMI CA/Btt#fc«k*NK»fi?Sttft:©BI#*«t-. 
09te, I FNaTMUfcWlSia^ IL-15©14^t. 
BIOS, ft I L - 1 5fi#tfeftla I L- 1 5 R a ffi#K:«fc*M I C A 

20 Hlltt, IL-.15"C«iUfe*Rifil:J:*IFNa/fl Oi4**t. 

01 2«, tal FNa/j3RK#Kl«kSI L-l 5»*ttM I C A/B©^S 

01 3«, HCV*»ft#**lWI»#©Jlil+fc*^*#tt«ftOft*w-r. 
01 4tt. MDC*WDCt;ya-FM^VSV-E 1 E2£&fflbfc 

25 |g*S^T. 

01 5H Mo-DCfc'>a-H^^VSV-ElE2*»ilfc8*S* 
•To 

01 6», MDC, Mo-DCtitfPDCKWHCV RNA©3f- 
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HI 7tt, ^a-H^-f SV©MDCvOi^lcHW ©MDCJ&$ 

0 1 8 tt, ya- S VOMD C^©«lfefcRKTT>^>©JK** 

5 H19tt. ^a-H^-T yvSV©MDC^CD«lfeK:X{rrT>^->CD*»* 

i2 0tt, He pG2«IJftlC^tr*5/a--l«^^VSVII!»fcR«t^>^* 
>©i£#£^To 

io mw*mM-fz>rztb<Dm&(DBM 

«ttHCV«*ft#fc*ViTtt. WW:^WMICA/B»P 

suM^&©Mtt^^*©tM h^'OtiiixM i ca/b©^^ 
^■tt. m&mi\z7F%nz>&5\z, mmu\ i j—®®®.Bm\z&^T\t, ifn 

15 a, I FN0 L-l 5iaOMI CA/B©fli«$nS^ H 

C VJGSfeft#©#*WtttefcV>Ttt, I L — 1 5 Id J; DM I CA/B ©5631**81 
ISn*^, I FN a FNJ3 JCfcoTttflillSn&ViJlt^V^S 

n&. a. e> h c v«s#©$$«£ i l - 1 5 -omrr * t . n km 

• ■ (Dmmmm-&&£tf ifn t g&#ii&Lfc. $ ic, , «m 4 k&ht^ - •. . 
20 znz&siz, mmteFi— <Dffi*m&*i fn« nm&rzt 1 l-i 5© 

<t^ofe 0 :nec»6, hcvim^omus, ifn«© 

*!l«fc«J:t) I L - 1 5*^T*H*^»**S^TVJ*fc«>, M I CA/B© 
25 Zttfibft^tz, Z.<DZ.£ifi, «ttHCV«»A#fc*ViTI FNa 

0Hcv©tt*63&«aat7?*ofcsft©i , 3T?*«>t#>L6n«». 
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i l- 1 5 it, Tmj&mvmm&imtzmTtLxmmzMmn, t h i 

L-l 5<Z>cDNA©i35Utt«§snwS (Science 264: 965-968. 1994) . 

il-i5H ftg&ssfcH^t-S'tK h*H>©ioT&t), ba t«bjb. 

ir^=L?)V*y- (NK) M, *>£tfl) >/X«flHtfls*5- (LAK) MM<D 

I L-l 5©mRNAtt#<fiDi!aiik:fe^T58SSnTV^j&s, #1:1$, 
V^D77-yf:^T^<^g$nTVi|) 0 >b'^^*5ViT^, I L-l 5 
it, 6-a©*!SaHfilcS*LT^ffiW^ffl*R«L, ^ftCDftft^^JiSlfca 

io *itt©W3Efc«J;!>, I L-l 5 3ft««MRIBfi©j^J»^P'fe^«c6^fc||il*iEfc: 

(J. Immunol., 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) . tsZiz, tt^ffiti^ttmizftgL 

COJlttckDftjSteHWttWI&^ff-rs (J. Immunol., 
15 167: 1179, 2001; J. Immunol., 169: 4279, 2002) . L#Lfc#&, ttft8Bl& 

^NKinii^iit§i*ic^txi L-i 5^me^cD^iP^^«T^ 

*Si<^t*ofc. *56«te*^Ttt, TOM* I L-l 5fc«fc&JW»S 
n^xhMI CA/BOTl, »JhNK»je&Sttitr*Ct, *3<tytJ10^ 

20 L-l SttNKjfflteJHftH^tLT^-rSCli^enT^fcd*, *mmtz& 
ViTtt, I L - 1 5*nS#eNKIBJfiartBfc#bT-ll»&«*L^WLTV5 

*5893T?fflV>& I L-l 5 (Djj&\z£.ty%Z> Z. £#Tf#S. MXit, I 

l - 1 5 &m&?&ww$immm*mtim&m&L, mmm^ il-iss* 
25 imm-z>ztifi-c%Zo il-i5«, mtoom&rmm mxa, 

Ji^Lfe Science 264: 965-968, 1994 izWMVWM) \Z&3toT, ^W&mft 

m\z&^Ti®$nttmz&v)n&zmzm&?zz\ttf-c%z>o zo^oizv 

T%t>tlZ>l L-l 5it, ®ftMfa*mWL?Zm**&ft*?%18.X), *<D7*J 

mw3\(o~m wzte, i~3oi@, 1-201, i-ios, i~m (M, 
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5fi) , l~2ffl©75/»8S) ifiX&tiitteW&ZftXKTb&K, ffi©7 

WZM., 1-30®, l~20fi, l-10fl, lHfcffl 
(09, 5fi) , l~2fi075;tSl) WX^nx^Xh^o 
H«^ttMfeS«f**^rUTViT , b«kVi. IL-1 5^n-K-r^)SS^J, £fcfc* 
5 ^-(D— ^ 1-30®, l~20ffl, l~10i, 1HMH 5 

ffl) , l~2ffl©&«) ^**fc»«ft^nTVs*E596^lrr5DNA«aa 

io «. ttm#©jR«*««*. mm, m&BM, mMmmma 

«fctf»lR©iH»E#l, «A«TATA#y^^, **ytf>^E#l, CAATiH 
15 £LTte, S«£#rti£+TJBV>*:*£fctt. b 1 a^n^E-*- cat^n 

?EW:/n*-*--*a«*tf&n*; ^^-©Wcte, RJg^n&v^, pB 
R322, pUC 1 1 8, pUC 1 1 9, A g t 10, A g t 11, pMAM — 
20 neo, pKRC, BPV, 7^X7, SV4 0, 2 -$£D><&a«$£n*. 

z<z>\z, ^pi-jmm&m^xmmzm&n&ftwzm-z'&z&'Diz, 
25 i L-i 5zmm'?%>£5ffim2ntci>7*-\z, h7>^7^->3>, 

h7>X7l^^>3>, 3>>>a^-S/3>, ^nh^HB^, Xl/^hD 

*m%tz%mxj&&t£#xmm%.m&n*mikt£ik, 
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1MX»*nTh^7^-, HPLC, ^r^>^m^nv 

5 *»fB09J©*£fc*V»Ttt, ittHCViMtil^^T, MDC£J:tfP 
DC©W»bT&D, u t*»lVifc*^nfc. »©fl 

lfi©iifi»*tt. HCVtfBfeJMKUsvvc, ^iKt-l:^^iOfi<, ftfcflf 
& £5S£ LT V> S &#fc*3 ViT»o fc. -f > If ^TttttlBB^ £ © «k 5 fc bT 

7 p ng&K«abfcva.-F^-r^7K^ttPf%^-r>'vx cvsv) &m#m 
v«, ^u->m^e« (gfp) i/tf-^-m^ ^©^va^wt^ 

5 Id, i/3.-K^<7°VSV«, HC V^^f ^ Ht-t:S*f §MD 

£Z£Wn&&mVlMM (Mo DC) \Z\$&Xt*ifi, PDCCttSAlftV^t 

25 £b<te, 5iD-fFIWfi«iSm ittCMOMi^^T 
I FN— a £#ffflLTJBV>6ftS. r$iD< FIWMiMif J S, 

pGtU^^^WH, GM-CSF, IL-4, LPS, CD4 0 
L, po 1 y I : C TNF-a^I FN-r«W t CpG:*U 



WO 2005/023289 PCT/JP2004/013283 

10 

p G* >J ztrttSsX Z Vtt F#MD C ZMWL LTfmZlt, 5/a.- K^-f 7 
5 VSVfc*rr*MDC©«Stt*«TS-&fcC:t*«W6*>K:^ofc. GM-CS 
F, IL-4, TNF-a:fe<fctfIFN-r ttVvfftfc, MM»e>lSW&ffl 

(^AttttMJSfiO^Tft^U^UIJ-y*^ H) , CD40L££tf 
p o 1 y I : W*0§tt{fcB? t IT «k < » 6tlTt/^„ Ctl^CS 
10 ^Wftlfc, C p Gt'J JTt*'>?^Vtf KOftfcO 

V>T, I FN— a *fcttU/ , ?lfU>t»*'&to-frTfflVi«5C:t3&JTlr'5. 

15 Af^LTttg^ffl$mfel/TVi5e:t*M&^fcLfe. HJSfili2fc^$n 
S«fc5fc, 5/a-W^VSV-ElE20MDC^0SAU, V>ir>\Z& 

S!ffFift©a*k:*ViT, I FN— a Sfc&U Alf »J >tI^MTi^5i 
25 £#«T?£*. 

*!6^0Kil«ai*«r&«ijft-rsfc«>K:tt. il-15, siD^f fiw 

mf&m\mm?&zf/&tc\tu2 : ?>m&Mn, ^smwct i fn - a 
mm, left, teSMb, jwb, *^«fe;njA. wwm#\z*r), mmt 
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tzz. turns*. mn&&mtLxjt&Ttz%&*, w^t, zonmwz 

5 mn&^mzfe, IL-15, Sin^'IMMlMl?, * fettle 
*infi4ffli:tt, il-15, 5io<FlW«M»lf, 

Mmmmv&m¥m\m&&®Mmm*\mm?%zttfT*%z> a -zwz, « 
15 m&zrzwmo^tzjv^T*, mmm, mm, *tc\$%mm<DWft* 
tzztftx^z, $>%wt, mwMwmfcoj&m-em&L, mmmizmm 

mmommM^mtv, 72h-x%.?t\t7>7>mv>mmt3.&Mttb\zm 

20 mm<DmMMmtu&?%zt\z£vm&-fz>z.tftx*z% 0 zziz, *%w<d 

25 m\Z, ft£L^&$<Dl3m\$, I L-l 5, K^TOttfiKM^S^, 

*^§HJ(Z)Em«tl«, I NF-a t<Dffi.fr&fr>-#®5'\z38^T% 
\,>Z>0)\Z%f\Z%mT&5>o INF-a t<D&fr£fr-gfemz&^T\t, INF 
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-at, IL-15, 5xn-f F*«f«|B|ftija»*!H»H^, Ssfcttl^^lS 

5 t><DmfrGt>ifv&?Tb&\,\ #mn&>t\t, m%M, £t, fornix 

10 ^fcDMlkg^fcO, 150. 0 0 lmg^e. 1 0 0 0mg©fgffl, ft£L< 

\zmo. o lmg^e. i omg<D&mtf3iz>£z), i Bni®^e>^iHig#-r^) 

*^a^©Mtl«^fc, INF-fft, I NF-a t<DU^t>^t)^ 
mizmmfSiih- 1 5, $xn-f h^WilM»J^H^, ^fe«i/^g^>^ ; 

mm\$&t£, *mw\zhtctf?Tmmmi&®*mm?&rz®®m&z$tsz.t& ... 

n m 09 

20 tJ:DM$tlSt)©T«fctVi 0 



«mi - 6 \z&^TmT0tim&&tfjjmzmwc. 

25 fc. T^T©HCV^E#te, MtaHCV*a#:££OTCV-RNA<2M£ 
J^ofco ^»^ife«7^->7$/ h7>7>7a:^— if (ALT) 1/^ 

^£$|£lt, Hcvm&mgzmK&mmmm&oymmizxt) 2-D<Dm\zft 

mhtzo mm&tt\$mhftUALT ±.%*KhtcBM (n=10) teCH-1 
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MtfemV, 2^£4±iE#feALT*»llftK:*Ufctt©ft# (n=l 0) ttC 
H- 2 i^ttbfeo MHft#5>7V 7feJ:tf*ttHCV«!feA#©*«l#JRjfii 

»H«fcD¥»bfcPBMC*^-3-;i/ (S i gma Aldrich, St 
5 Louis, MO) © 3 Ji©fgft^E (1. 076, 1. 0 5 9 , £ 1 . 0 
4 5 g/mL) Tl^^llfc. iSSII:ftl!SnmS^tC 2 4 !) 

iMill:5. Oxl 0 5 i@/^x;i/©^gTSatfe o 4 5#|BH 
-hbfc^, #j£t«£lt£L, &*flHI&&, 10%PCS, 10U/mL© 
^-yiJ>/X hl/7hV-r-», 2mmol/L©L-^5>m, G 
10 M-CSF (lOOOU/mL, *U>E-J1/) , $3«fctfIL-4 (5 0 0U/ 
mL : S t r a t hma im Biotech. , Hannover, Germ 
any) ^m%\^tt7^ XU-f&^-tfJVigM (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 

d) 4»Tig«L-fc 0 Dcmmiz\my<Dum^m^rc ■. i fn a {&$mm , 

15 IFNjS OfcV) , IL-15, IL-12, I L - 1 8 £ «ktfTN F a (R& 
D Systems, Mineapol is, MN) . 

(B) DCfcWSMI CA/Bli07n-^ b*HJ##r 
DC (5x1 0 5 ) £, trCMI CA/Bty^n-^Vtt* (6D4) 

(Science 279: 1737, 1998) £ £'fefc:4 , CT3 0#ffiK >^n.^-hLfc 0 & 

20 tll^ML, F I TC 

-SvMt^IgG (BD-Ph a rm i n g e n, San Diego, 
CA) LT4'CT 3 0£IHH*>*a"*- hbfc. &l3Hj&&2|§|& 

#U 2%/^*M7;Vfk^MSlfc. IKFACScanyXr 
A (BD-Pha rmi ngen) £ffl^T7P-1M M MJT4MfrL. CE 

25 LLQuest (MW) V7 h^X7*fflViTx-^^«f*ff ofc. 

(C) RT-PCRI:j;«DCT?©mRNA»^lf 

ISOGEN (Xy#>~>-» £fflV>Tl8RNA (1/zg) SttHIL, 8 Op 
mo 1 ©^>y£7^v- (SID &£lKl0mmo l/L©#x^->3? 
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§»5 0mmol/L«Tris-HCl, 7 5mmo 1/LC9KC 1, 1 
Ommo 1 /LCDTT, 3mmo 1/LOMgCl ,:fc«fctfl 0 OUOD^En" 
-*X$&]hmV'()W)rt'-7>h7>MV79-' : e (Gibco-BRL) 
tU&L, 3 7CT5 0#|HK >*i^-hbfco 
5 7 O'CTl 5»|Bll0jft-r*JltlC±OE«*#JhS-&fc. IIWccDNA^ 
1 0 pmo 1 ©#t>X^«l:r;7>5 ; t>X^7'f 1 Ommo 1 /LOOT 

ris-HCl, 5 Ommo 1 /L0KC 1 , 1. 5 mm o 1/L ©M g C 1 2 , 
=§•2. 5mmo l/LOft^^l/tfh'H'J^, &cktf2. 5U©Ta 

10 ^T©^^~-£fflVifc : MI C-fe>X : 5' - AC AC C C AG C AGT 
GGGGGGAT— 3 ' 0£8I#91) ; M I CA7>3 t "fe>* : 5 ' -GC A 
GGGAATTGAATCCCAGCT— 3 ' (ffi#l#-92) ;MICB7> 
^■±>X : 5' — AGCAGTCGTGAGTTTGCCCAC — 3' (3B#I# 
■93) ; I L — 1 5-fe>7> : 5 ' — TAAAAC AGAAGC CAACTG — 

15 3' (BB»94) ; I L-l 57>^-fe>7> : 5' -CAAGAAGTGTT 
GATGAAC AT — 3 ' (SB^J#95) ; I L - 1 5 R a ir>7> : 5 ' -G 
TCAAGAGCTACAGCTTGTAC — 3 ' (g3?U#96) ; IL-15 
Ra 7>^>X : 5' — GGTGAGCTTTCTCCTGGAG — 3 ' 

20 mm-JuhnMWTFGt&Q-e&Z (MI C : 3 5lM^;h 9 5*0, 

6 0W, IL-15 : 30^^, 9 9"C, 6 0W, IL-15Ra:3 
SHr'ftDV, 9 9^, 6 OW , Jfelc. 7n-U>^lS (MIC: 5 6^, 
6 0#M, IL-15 : 60t, 3 O^W, IL-15Ra:55C, 30^ 
W) *5«J:tf#fi (M I C : 9 OfHffl, 7 2TC, I L- 1 5*5«fctf I L- 1 5 R 

25 a : 6 7 2*C) , 

nmtLX, G3 PDHi:#«^7<7- : t>X : 5' -GCCACC 
CAGAAGACTGTGGATGGC— 3 ' (8B#!#98) :fci;t;7>^-fe> 
X: 5' — CATGTAGGCCATGAGGTCCACCAC— 3 ' (B2#l# 
•99) SffiVife. 
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(d) mm^mm 

%thtc. 

5 

a>*Sk<fc. MUf&F:?— (N-DC) Jfc«HCViMt (HCV-DC) 
10 ^f>©m^S*DC^fib, ^ii6BHIFNa (lOOOU/mL) , I 
FN/3 (10 OOU/mL) , TNFa (1 Ong/mL) , I L— 1 2 (10 
ng/mL) , IL-15 (5 0ng/mL) , M^IL-18 (20ng/ 
mL) T2 4Wtlft. ^Cfc, iK HJfccfcDMI CA/B^I 

15 jE#&F:J— *^©DC (N-DC) te, I FNa £fctel FN0 fcJfcgL 
TMI CA/B^^|ibfc^, HCViMf!i^©DC (HCV-DC) 
-ftacEMi^MI CA/B£5gS!U&/^fco IL-15B, N-DCS^OT 
CV-DClCfc^T, I6^I:MI CA/B*mm?Z>Z\ttfT°Ztc. ZLtUZft 
L, TNFa, IL-12, &tc\Z I L- 1 8 \tU I C A/BfS51£tlPl 

20 -^fco 

HMM1-2. MI CA/B mRNA(DRT-PCRM 

MLWfc^DC, IL-15 (50ng/mL) T»LfcD C&itf I 
FN a (10 OOU/mL) flllfeDC^^tl^niRNAMl, R 
25 T-PCR££OMI CAmRNA&cttfM I CBmRNAO^MIflfci 

mmmi-3. ALTg^(p:tMfc=l:5MICA/B%:gi<Z)*|jl 
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mmteFI— (n=l 5) (HV) , R#&ALTS*-r«ttHCV«»A# 
(n = 10) (CH-1) , &&tf&mftUiEft ALTlss<)VZ^?%m&H.C 
vmm&m (n = l 0) (CH-2) OKOMI CA/B585i£Jfcifcbfc. IF 
Na tfcttIL-1 5T«bfcDC©MI CA/B^S7n-^ hpt h 

0*. zKW-otjs*. iin-HSDSJii, *«p<o. o r^^To h 

CV-DC«, IFNaTflfllfctt, A L TS^©tIH^^te ?>*3*M I 
CA/B^iL^ofc, HCV-DCfc^TIFNo^fc 
ttl FNjB fcfcgT&MI CA/B»m^n^:l^t(j:, fFKOttttW^ 
10 ^JgHTftt&V^t^^-rS. 

«#!I2. I L - 1 5 -CiilfeD C II J:^NK«MOPtt 

J®©?£ttfc£?Ni6bfc, 

15 « F t-OP BMC)5^ NK»$¥IL, NK«ffl©WtrL#:*^x 
;KC«BU ^t«l3D^ FT«»bfc (StemCell Technol 
ogies (Vancouver, BC, Canada)). MJ&<D 9 0 
liCD5 6 + CD3-U>/lMofc. IlgbfcNKWS^, 2 4^7XJ!/^ 
1(5-. 0x1 Q 5 i/.")XJW.T, 1 0%FCSM1 GU/mL0^> 

20 , J>/XM/7 p hv-rv>«^LfcRPMI 1 6 4 0J§*f&+TJ#gbfc. fe& 
fefflflc (N-DC) tfeSHCVi^W (HCV-DC) 3&>5©DC£, IF 
Na (lOOOU/mL) (5 0ng/mL) T2 4B#rajHjR 

b, 1. 0 x 1 O'ffl/mLOilftTewVfcijn*., NKMttfeH2 4Hf B 1 
#**b&. 

25 IDIfi»»7yb-rtt^TCD«fc5K:bTffofc. 51 CrT^bfcTO« (K 
5 6 2) SNK/DC*f&* (h7>X^yXfAT, SftliftUT) , * 

g^ftffltt, ^n5%Tr i t o n - XSitttf >+a^- h L 
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%mm= cftffl©**tt-S58»ftaj) xioo/ <«^*Hi-e58Wfttti) 

5 NKii©«rt I FNr ^BTOi^HUT77t^ Lfc. ±j£<Z>cfc 
5K:DCtt , bt2 4I^M»*UfcNKIiJfi*, 1 Ong/ml0PMA^ 
1 <tmo l/L0-f^/^-rv> (S i gma A 1 d r i c h) tth\Z-(> 
^-hLfe. 1/il/mLOGolgiPlug (SM) (BD 

-Phanmngen) ©#£TT3 7*CT4B#P^ >*zl^- h Lfc&, NK 
10 «PEiiCD5 6t;^D-t»T4t:T3 OMIfilfc. 

Cy to f ix/Cytope rm (IIM) fflffik (BD-Pharmi n 
gen) -eiST15«lU ^^F I TCra-ial FNr ^/^n- 
■f)Vikfc 0??* I g G 1 ) T^feUfc„ ^bfcW^7 0-^ h * 

^«fLfc. 7n-^ hviz&tf%j5±mm<Dmti fn t ^fss-rsc 

15 D 5 6 ^SoV 71H5^t. 

I L — 1 BiHN-DCttfeC^ilfcNKiE ft^mciFNai 
*DC££t>fc#Jga^&NKifflJ&Ki, [BlilOggTK 5 6 2fflJBfi:ft'rsm 

asflwgttfcstf £ i fn r M&ofimnLTteit. z.n\z#L, i l - 1 5 -cm 

ibfeHCV-DCSN KM £fi§ttifc L I FN a Tf* 9* bfc«^ K£ 
20 NKlMti^fcSjRS&jfcofc (0 3£J;lK4) . 

Jttt©&«>fc f #fcfcJ|U^fcNKttlJI&&, 50ng/mL©IL-15tt 
fefc2 4PWg*L, *fcK5 6 2MMJ;^I FNr tM7yt 
-f Uc££3, I L-l 5-€-tlS#ttNK»IJS*«tt^1-*;:t*«T#^ofc 

(05) o ifc^t, i l- 1 5^NKmm\zumm^^m^-r<Dr\tfsi^ 
25 z.tmmznrz. 

mz, ffitziZ%LMLtzNKnMt I L - l 5 (5 0 n g/mL) TilUfcN 
-DCt^, 0. 4 limOSAl^ffi^TMLT^il, NKtttDCi 
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tKDMMTXZtefr-otCo Z.<DZ.t\$, IL-1 5TJW«:SnfcN-DCK:«fc* 
6) . 

5 mmm3. NKffljmfefcfc&frSMI CA/B-NKG2D*ggf£ffi0|jg-5 
I L - 1 5Tff!l*SnfcDCT58S'Sn*M I CA/BAiNK«tttftl:i 

NKtt§, N-DC£fc«L- 1 STftlifcbfcN-DC^&tC, iaM I C 
A/B^/^D-^-;i/^:# (6D4) , ^NKG2D^/£o-±;H5t;#: (ID 
10 11) (Science 285: 727, 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 
1999) *fc«#JBI gGO#*ETT?2 4«PM*««U NK»£®»fi&#8H£ 
I FNrlMKL 
KM I C A/ B / # □ -±;i/iri#:0#^ETT I L - 1 5TiIUfcN-DC 
t«LfcNK»tt, MMmmmtKDMtoZTfiZUfr-Dtz (07). 
15 IL-1 5t»UcDC{:<t5NKtt®I FNtSMM, NK/D 
C#ig*£>F<flfcirLM I CA/B ; Ey^n-^-;i/K#:^fc«iiT:NKG2D ; Ey^P 
-^^^Jn^^ct^{C^±{^<^ofc (El 8) o N-DCOttfcDfcH 

. iglfcte, I L-l 5T^*$n^DCt«tSNkaifi©Stt<fctt/MI:CA/B 
20 -NKG2DTOffll:t#f5J:i:^t. 

HCV-DCfc&fr5 I FNg/B 5 08^0 

m. 

N-DC£J;tmCV-DC£, I FN a (lOOOU/mL) T24P3»!l 
25 $Lfc (#PtCO#n = 5) o ^-ig^tf*® IL-1 5, I L-l 2p 7 0, 
TNF a I L— 1 j3 £, ^gftt/ £ u-±)\,fcfoOtt&£T$®mtt 

-fh*^>m^w, m+»->K-r^^EL i sA^ctDaosufe (if 

Na/j3, IL-12p70, TNF a, I L - 1 j8 , Endogen, 

Wo bum, MA ; IL-15, BD-Pharmingen) „ £ft£>(DEL 
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I SA^©&ffi<DK#K^OT<2£&DT&& : I L- 1 5, 3. 7pg/m 
L ; I FN a/0, 1 7. 5pg/mL ; I L-l 2p7 0, TNFa^ 
IL-ljS, 8. 8pg/mL 0 
IFNatt, N-D C\Z&KTW*>fr\Z I L-l 5 ®M£.%mmLrztf, H 
5 CV-DC«ViTttI L-l 5<Dm£.ZnMtZ>Z£tf'T?%-&fror£o I L- 
12, TNFa, IL-6i«ktfIL-ieoi4tt, N-DCiHCV-D 
C<h©FiTOt<^£$*L&;fct>fc (09) „ RT-PCRKJcD IL-l 5m 

Cine©^*^, N-DCTttI FN a ©JW»t«kO I L-l 5©g£#^f 

10 mznztf, hcv-d cwmmtsnfotez.t&Tji'?. 

I FNa SMEkfeDC^MI CA/B%gm5t"h»'J> 
IL-l 5©BB# 

IL-15&, I L- 1 5©fci6©#Ml$ a m (I L- 1 5R a) , I L- 
15 2l/t^-j3 m^i^jl© r i^Si^nShn-I L-l 5 1/-t^ 

V>& 8 I FN a #*fc hDCtecfefr* I L— 1 5 R a 05SS£W®T*J&>£*>* 
H^Sfc&fc, ¥J£*«IRT-PCRK:«J:D I L— 1 5 R a ©mRNAfg^S 
.SS^fc. IL-l 5 R amRNAK I FN a T?!M»LfcV*D CT^fgRSnT 
20 V>£# f I FNa Tiltt5iN-DCMtfHCV-DC©^ftlttV^T 
t>, I L - 1 5 R omRN A^7 y V- h Snfc 

0 Z\<DZ.£frt>, HCV-DCK&UTte, I FNa \Zfc£T2> I L-l 5© 
38£fc«fclte)&**S#, I L— 1 5 R a ©WfpTtt^^^t^t, 

N-DC^, ftl L-l (3 0tfg/mL) I L- 1 5 R a 

25 tftttfl: ( 3 0 (i g/raL) ©#fc*fcfc|:##fiETT, 1 0 0 0 U/m 1 © I F 
Na <hit>{C2 4P#M#*L&«, 7D-^ M h U fc«fcDM I CA/B38 

1 CA/B56»©¥^lbfe!ME**-r. 
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I FN a T5W»bfcN-DCC*W-*MI CA/B®», HTnottftfc 

mz\X h t> U > I L - 1 5 fc £ 0 »^*n« I L - 1 5 R a ©i£ttfc#s 
5 &<pT&5£££jST. -T^t>^, HCV-DC^I FN a tJSflPUTM I C 

L - 1 5 0Jg^©^RB*5KHTfe*t#>L6n*. 

3gffiSfl9 6. DC© I L-l 53fefr&MI CA/BMt:fetfl)t- h^U>I F 
10 Na//3 014 

I L-l 5T?*fl»SnfcDCfc*Jt*MI CA/B©iillt-h^U>I F 
Na/j3 #W#bT^3^Sfr£i!i^fc. 

N-DC^^HCV-DC^, 50ng/ml©IL-15ti!)t:, £t- 
I FN a 

15 /flR^fPiaft: (3 0 jtg/mL) ©#ft£fcte«qTFT- 2 4l$HJ&*L-fc 
0&#K:o#n=5) . #*g*±fif+©I FN a *«ttXl FNj3 5ELISA 
fc£B8Jj£Ufc. *t*&Ell ltw^T. 
N-DC^^OTCV-DCcDVi-rnfe, I L-l 5 7?»t5t I FN a 
. I FN 3 ©W##££3*TUfc.'S5fc, *tl I FNa./0R»MT 

20 TDCSIL-15 TfilSfc-T* I FN a ©jg£#£«Wfcaif&l$nSJ&*, 
I FN0 ©g£MfM$n&^ofc (011) o DCS I L-l 

5Tj»t3t I FN0 &M&Zn, mzl FNa/j3RfeW^I FN 

mz, N-DC*5£tfHCV-DC£, ftl FNa//3R«ia#: (30/zg 
25 /mL) ©#&££ H*#ftTT, 5 Ong/mlOI L-l 5T'24 ttlHMffltt 
L, ^iC7D-+>- 

">f hUfciOMI CA/BmWZ"D^X^L1t a 1 2 fc^t*. 0 

&kXh^A*©tm£, MI CA/B8S©¥*33bte3l£££T. DC 
fcfctt* I L-l 5g£3gttMI CA/B» #CI FNa/j3RT7,*>^Jn; 
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fc<D&&-rT?%£\zm\2ntzo m&ommz, rt-pcrku^mica/ 

BmRNA58acD^*Tfc*ViTt>*Snfc (t-^*£T) . 
ZOZtfrZ, DCfc&ttS I L- 1 5teJ££bfcMI CA/B©5BKfcKM" 

5 StlW* -©^*te, HCV-DCfeIL-15TimtM 
I CA/B*5^L5*£V>5^m ©»*£-&?-*. -$~&t>*>, IL-1 
5fc*DC*JSHkfcLTI FNa/0 Htl^M I CA/B^iM 

10 «f!7-l 2fc*V>TK. OT0tt*ft«V^:*aiAtML-4*«ktf 
GM-CSFttPepr oTech (London, UK) #5, fttt*.k b-"5J 
»CD40U#>K (CD 4 0 L) , t hTNF- a S&tfl L- 3teR&D 
Systems (Minneapolis, MN) LPS, po 1 y I : 

C, T>:f->&ck£>*#^ b— XteS i gma (St. Louis, MO) 

15 IMtMFN-T«> Strathman Biotech GmbH 
(Hamburg, Germany) kh'J>«iIFN-a 
umitomo Pharmaceuticals (Osaka, Japan) 
;VftC p Gt'J ^f^^?^ H (ODN) 200 6ttS 
igma Genosys (Ho k kaido, Japan) #6>, -^WtlA 

20 ^Lfc. &T©FITC-, PE-, PerCP-^diPC5-3>^ 

3.^ f -h'fbtn;bb ; E/^P-^in:#^fflVifc : L i n e a g e (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (Becton 
Dickinson), CD la (NA1/3 4 ; DAKO, G 1 o s t r up, 
Denmark) , CDllc (KB 9 0 ; DAKO) , CD 14 (M5E2 ; 

25 Becton D i c k i n s on) , CD4 0 (5 C 3 ; BD Pharmi 
ngen, San D i e g o, C A) , CD 8 0 (L 3 0 7 . 4 ; BD Ph 
armingen), CD83 (HB 1 5 a : I mmun o tech, Mars 
eille, France), CD 86 (IT2. 2 ; B7.0/B7-2, B 
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D Pharmingen) , CDwl23 (7G3 ; I 
ffi, BD Phaimingen) , CD 2 0 6 * Hz?*—, 3. 

29B1, 10 ; Imunotech) , CD2 0 7 (7>^i'J>, DCGM 
4; Imunotech) , DC-SI GN (120507; R&D Sy s t 
5 ems) M^HLA-DR (L2 4 3 ; Bee ton Dickinson). 

mmmi . HcviMtoiiA^g)MDC. pdc&&zSdcmmMBv& 

<DMfe 

io HCvtt#*«krfHcv-RNA©w^iitt-e»o, f&cM^xii^, 09*. 

tf. B£yFNft^M;K* (HBV) *«fc^H I VMV>T»HtttT?»*J:t*fltB 
Lfc. Vi-fnoA^fctt^-f^jW, FN- a £fc«UAt?>J>?&* 

iXfcffFlOM^VslliSflSBUfc. *«S£LT, HCV, HBV^HIV 

20 7>X7i7- if (ALT) l^;W##l*LTU*Jfc£tt, «*t'J7 (A 
SC) H<h£«bfc. »OOJ8l#Wdttt«I*fctt3E»-r*ALTa#**b, til 

ttTO (ch) itsiifc. j:n&©s#©MA^fc*viTtt. ffm^tt^sti 
25 fcteft^it. ^n6©»iu, CH*#t(B«&:*Ma**i/, cHits, rjjr 

bfc 0 HCV-RNA©i«, »NA/D-y7yt-f (ChronHCV 
-RNA, Emeryvil 1 e, CA) fciOTyt'f HCVifam^* 
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«S^R^rV'J7(ASC) 




N 


23 


14 


43 


1£(M/F) 


20/3 


6/8 


27/16 


*m 


45±10 


46+10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA$K£-*** 




3. 5(0-35) 


5. 7(0-37) 


HCVitoifgy 
(1/2/*#§D 




5/ 


27/2/ 



ALT, 77->75yK^>X^x5-4f 
** p < 0.01 vs. ASC 

*** ^fil(^ffi)l*5^^yA^a/ml(Meq/ml)-r^ 



5 j&tis «k H 3— 51 0-1 2ml ©a/1 u >^iPMjfii^tf fco P B 
MC«, Ficol 1 -Hyp aQue^^'>3>±O?Bflr^ffiS'C.^Iifc«k0 
*«|jfii¥«« (PBMC) fcENRL-fc. £#fcPBMC£fUfcU &fc*fflj®£!n; 
Wfelfc. MDCS, (L i n) (CD3, CD14, 

CD 16, CD 2 0, 25£tfCD5 6) lttt&J;tfHL A-DRlIiiUTt 
10 cn&©ffllfi©y-h*&£b&«, MD C&itfP DCliS^CCD 

1 1 c^CDl 2 3 56SO/t^->fc < tD3£libfc. MDCftL i n", H 
LA-DR + , CDllc\ CD 1 2 3 lm «T*&D, PDCttLin", HLA 
-DR + , CD1 1 c'^cfctfCD 1 2 3 M »Tj&^ 0 MDCfeitfPDCtt, 

§ 8 CD3 4MIMSte, Lin", HLA-DR 4 , CD 1 2 3*43£tfCD 3 4 
Lin', CD3 4 + , CD 12 3*, CD 4 5 RA', £«fctfL i n", CD 3 4*, 
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CD1 2 3 + :fe<£tfCD4 5 RA + £LT£«Lfco F AC S##rfc J; DftJt^n 
/cdne»©m©/^— fe>x->^£>, PBMC©gt£ffc1"*££fc«k r J. jftH 
jfiLfcjfetfSDCI^-fey h©lfiS#»*tMIUfc. 
$tgft##T©fc8£>fc, BDCA-143«t^BDCA-4^lll^y h (Milt 
5 eny iBiotec, Bergisch, Ge r ma n y) fc<£ 0, &%>UM 
0Bfc2E£Jn*.T (19) , MDC43£tfPDC£PBMC£fckm7^3--h 
(*«+^jfili&-fe>^-) fr&SHibfc. LinlKCD3, 
CD14, CD16, CD20, CD 5 6 *3<£tf^l) 3*0 > (Stem Ce 
11 Technoloies, Vancouver, Canada) Z^tSft 
10 2<r)\'&ifc-r?mn.fflzmffi2tt®i, FACS Vantage SE (Bee 
ton Dickinson I mmu n o c y t ome t r y System 
s, San Jose, CA) "CMD Cfcefctf PDC£giJ*fc7- hU£. 

^m^iii3fc^-ro mmtq&mzit-to chsc^wdc* 

^PDC©»ttIE^7>f^7 (NV) fcfcttSIKBU: D<£frofc#, A 
15 SC»fc*frt*»iScttffiab^ofc. CH#©MDCtt, ASC^MVfl 
WScfcD^&VMSftfc&oTc. DCt^ty h <D&'J>ifiH C V^^Mfcfe^ 
^PBMCCD^fcjg0"rS"5ItH4S:^'rSfc«)fc, WPBMC, CD 

'.L-fc#?T,. itDC®|#&l^tlt, #fcPBMC^{£^fc&T*te&<,. 
20 CHE#fc*V>TDC*«aWWfci*i!>UTVi*fcJe)-e**. 

&fc, DC^ty h©flM^I&©»£#*rbfc. Blom^ (J. Exp. Med. 
192:1785-1796, 2000) fc«kDffi#£ttW3£3^fcb;fcj&*"3T, PBMC4> 
T', CD3 4MIE« (Lin", HL A — DR + , CD12 3 1 , CD3 4 + ), 

wmmmmm a in-, cd i 2 3*. cd 3 $\ cd 4 5 ra-> 

25 MiKHIS (Lin", CD12 3\ CD3 4\ CD 4 5 R A*) fcWBUbfc. C 
H8fc*5tt*CD 3 4liTHini&«J:molBKrKniB<Z>ft». F^— *fc*»t*«k 
0 tSfcfi*ofc*i, a S Cm\Z#tt 5 H t~ © % © t btefr-o fee 
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mmms. xmfofflm (pbmo »^pciiomj:^i 
mmi3itfy>Tj 70iiM^t7^-h$m, fuoi i-Hy 

5 Btt, MDC&itfPDCte, -^n^n, C D 1 4 — V-f % □ If— X, CD 1 
9-Y<^Dh*-X, BDCA-UfdJBDCA-4 DC»yh (Mi 
ltenyi Biotec, Bergi sh-Gl adbach, Germa 
ny) £J1^T, I^^ICflbfc. CD 4, CD8T»ir;NKlitt, 
PBMC^£, -en-ftl^T^ S t em-S e p^>y h (Stem Cell 

10 Technologies Inc. Vancouver, BC) £JBl>T#lt 
Vfc CD 3 4 +iijfiiM^MIS«, CD3 4-7^f^Dk-X (M i 1 t e n 
yi) ^I^Tlftfttld^ilLfc, 

DC±0«M^O»FACS Ca 1 i be r (Be c t on Die 
kins on, San Jose, CA) *m^%>7 n— iM h 'J 

15 #rL-fc 0 &&tf>fcg>fcte, DC£, 2%BSA*5=bt;a. 1 ^Tv^t^ h U t/A 
£#t? PBS *T^TOK#£*:&7^ V :/£rEft tttf:4tt'3 0 
#Lfc» MCDte, Lin", HLA-DR 1 , CDllc\ CD 1 2 3 l0 "T?&D, 
PDC&, Lin", HL A — DR + , CDllc\ CD 1 2 3 hiEh Tr&D, £*l 
^0«t43^?>CD4 0, CD8 0&£l^CD 8 3©f§mtef&^-?£: 0 T^T 

20 ©mHU^m<Z)^«, 9 0%i!)li^fc t 

¥Hbfc^^7t«MDC«, 10%©FCS, 5OlU/ml0^-yiJ>, 
5OMg/ml07M/^h^y>, 2mM0L-W5>, 1 OmMGDH 

e p e s $«i&fc«ktn o »M<D}mmT$;wt&m35V cm) , 

5 Ong/mlOGM-CSF^, 1 Ong/ml0I L-4£^tf^£fc 
25 li^lilMDM (GIBCO Laboratories, Grand I 
s land, NY) 4>T4 - 7 SF^*bfc„ PDCte, CM^5 0ng/m 
1 © I L - 3 ©#£TT 4 B »§i bfc. 

«ff]9. y a - y V S V(Pll^g)gArii 
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Vi1Tn©jlii*5&«HCV«»!K:«Stt'C»*3^&386^fc'J"*fc*fc, S/a- H 
^^VSV^f^7HCVEl^r;E2lSI^^. ^ 
VSVtt, (G) jteWGFP^n-H-T^l/^-^-jlfi^T'Bt 

5 E l*«tr^E2SeS*Wrs (VSV-E1E2) (J. Exp. Med.; 197(1): 
121-127, 2003) o 
[0 0 6 9] 

SW2 8 D — *?— (Bee kma n Coulter Inc., 
Fullerton, CA) T, 2 0% (v/w) -6 0% (v/w) <D#ii^ 
10 «h> a MET* 2 5, 0 0 0 rpmT?4tT?2 tiWti&fojmt* ZLt\z£Q^M. 
b, -8 0tt?ft#l/& 

o 

V^)VZV>7)V*(DRNA(Dn¥-W:Zfrl£.T2>tcMZ\$, , TaqMan 
EZ RT-PCR^y h(PE Applied Biosystems.F 

15 osterCi ty, CA) Sffl^fc. ->a-HM^VSV RNA©323 
-bpW>h*««t57*7-H^7'fT- (5' - cattattat 
cattaaaaggctc-3' (Eai## 1 0) ) fcitfU A-^^-T V 
— ( 5 ' -gatacaagg. tcaaatat tccg-3' (IB^JSHr 1 
1) ) , M^OTII^o-^ [5' - (6-A^-7;K^fe' 

20 » -atccagtggaatacccggcagat tac- (6 

^y-fh7>fjv-o-^» -3' mmmm2) j £/nv>fc. ib^j 

ttttigS (AB I P r i sm7 0 0 0, PE Applied Biosys 
terns) \Z£Q, PCRJtWOlBKO^Jtettm*^ 

25 ipft^fc*^v>TU->^^ fcr-i&£&Sbfc 0 

bfc. ftttJUibTtt, x>^n-:/aeK&WU&l>VSVAG«/BV>&. IE 
#JIB£bT«, VSV-GSBKfcttJibfcVSVAG-G&JBMt. #«bfc 
S^©«iSfflflg*, 9 6?x;Hg«7V-h4 , KCM4'T'5Xl 0 4 §fflJ&/£x 
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)VT?mkhtz. )k\Z, Z\ft\Zi/a.-}*2'(7V'()VZ'?&Z>VSV-ElE2 
(lXlO^RNA^t-/^) , VSVAG (1X10 l2 RNA3 fcf— / 
£x;W £fc«VSVAG-G (1x10 "RNA3 M—/^JL)V) £8SU 

3 7 t:T 1 6 mm >*^- h Ltzo SMlT'Illi (GFP«) 

5 *m&v, f ac s^*fia d itt©A-i!>f-^ Wfc, mmnm 

©lEftA'— fe>T— 5>tt. &©cfc5K:LTgbfc : KJ8$fe= (VSV-E 1 E 2 
£fcteVSVAG-G£^fc££©GFPlfflJ&©%) - (VSV-AG£ffi 

£©&£, VSVAG-Gtt, MDC, PDC, J»feJ;tfCD 3 4 +igjfiLS5 
10 I«t:iiLfc^VSV-E 1 E 2 «Jltie»(Dmfcrab^-pfc 0 T&fc> 
*«^5>irfet#ilU5tDC«^i-K^^^VSV-E lE2(I*tbT 

15 j*©l?g 

*>a.- h^-r yvs v^-rs^tt^R^-TD c©#ft£fctera©i^£ 

MD C GM-C S FOWT I L-4ttb\Z& 
fz\$lL-4tzVT%mLtc, 4BmzmimZfttirLfctZ\Z, GM-CSF 
&£ZSI L-4t£h\zmmVtzMDC\Z, GM-CSF(Dfrtt1b\Zt%mLtc 
20 h<DtitmVX, CD la, CD8 3&£rJCD8 6©i«^5i£WLTV>fc= 
Z0>Z\t\$, I L-4^DC^bS J f tLT^ILfc^t^ MoDCtt 
i^Tte, GM-CSF ££fcfc^Lfc$Bfl§<>:, GM- C S F£ ±tf I L - 4 © 

L-3©#£TT©ig«©4B@K:, PDC&0 BBt&mLT, CD40, C 
25 D8 0, CD8 3£J:tfCD8 6<Dmm^fr?t£ 0 

Cin^©DCI:ya- H^7'VS V-E 1 E 2 « Ifc^i 1 4£ck 

r;@i5t:^t„ 0*. £T«^©$c^taGFP + m©A°-ir>x-^£^To 

4 BS©MDC* 1 fc^4 BB&J;tf 7 B @©MoD CK:£^TGF P +fffl»li: 

56e>ti7c^, 4 sg©PDC}c43^T^je)e>n^^ofeo vsvag-g£& 
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Tz, GM-CSF®frtth\zmmVtc4UB<DMDC\Z&^T\t, GFPUB 
flS©#J£ (n = 3, +*flti3«ktf«B) ttl. 5% (0. 5-2. 2 7%) T*& 
5 -ifztf, GM-CSF££tfI L- 4 t£b\ti&mhfrh®\Z%>\,*T\$, <fcD« 
VV\'~ fe >y~5>© G F P *J|l|j£tftt!Rd ftfc 23. 3% (12. 3-27. 
0%) o MoDCtt, flH6©j#aNFiafcUfc*5oTVSVAG-G*«fct;vsV 
-E1E2I^LT, a^OifiStt&^bfc. 4B@©MoDC«7Ba®Mo 
-DC«kOJt&«JiSVVt— fe>f-^©VSV-E 1E2MGFP+«S 
10 Lfco a±CDtt*J^6. *rt8»MDCfi«ttf*»ft*©DCtt, 5^a-H^-f ^ 
V S VfcSSttT&S H ta^snfc. 
E 1 E 2-»^'M;W*ftA©Wffifc*Jt*5'a- K^M^VS V£0{gfg 

«0*DCk:W*HCV-RNASU7;^'f APCRK:J;DJ£*bfc. flifc 

iiV^HCV RNAM^- (1X1 0 5 Hti-/M 1) £3rb, RHCVttft 

(Bio Clinical Partners, Inc, USA). 
3 p. \/VX)V<Dmm®%9 6VJL)\s7U-h<DDC\ZlMx., 3 7*CT2 4lf|Fia 
-O^a^-hbfc. DC^feJiRb, 1 %FCS&ffi^LfcIMDMT3 0»„ 
20 b, ^tlRNe asy Mini Kit (Q I AG EN, Germany)?: 
■ ffl^TDC^e>^RNA^aaibfeo 

HCV RNAZmfeTZfcMZte, TaqMan EZ RT-PCR k 
i t (PEAppl ied Biosystems) HCV RNA 

©5' -#3~r-r>^»«01 6 l-bp-t^>h^iiifg-rS7*y-Hy 
25 K"?- (5' -cgggagagccatagtgg-3' (@B3Wtl 

3) ) &=ktPJA'-X:/5K^- (5' -cgaaaggccttgtggta 
ct-3' (Efll#!fl4) ) , -mm^M^yo-^ [5' - (6 

-^;V#4 i ^>-7;i'^"l/ v fe-f » -ctgcggaaccggtgagtaca 
c- (6-AM^y-fh7^^-D-^» -3' (ISWtl 5) ] 
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EBMfeffigll (AB I P r i sm7 0 0 0) *fflV>T. PCRJt<S 
. (l^fcUfi©^*. ft&iS^HCV RNA*-f*-&, GM-CSFO^T 

5 %m\st£ABB<DMDc\z#^xtkm2Wt (0i6) . una, 

10 lUMffil 1 1 . ya- K^f 7 V S V^fcRfffMD C^$iJM(Q^# 

DC^HC VJg» & K»f 5«H^V^-rfc«)fc, SaUm t^V^TMD 
C£ffl*<7)J&M^T«LfCo DC£HCV«Ste&>5#ffrr*liJtltt0*S | ft 
SS^Vi^-Tfcftfc, I FN a, IFNr, CpG ODN 2 0 0 6, CD 4 
0L, poly I : C, TNF a &tc\ZL P STffiSLfcMltffiSkWfc 

15 V^flStC^T, VSV-E lE20»'\O«A&i<fc. DC5:MU 
PTUBfC, I FN a (lOOU/ml) , IFNr (lOOOU/ml) , IL 
-3 (50ng/ml) tfc«IL-4 (lOng/ml) fc-WfnD C fclO 

CpG ODN 2 0 0 6 (lOjtiM) , CD 4 0 L (Ug/ml) , 
po 1 y I : C (5 0/ig/ml) , TNF a (2 OjLtg/ml) 

20 LPS (1 0/ig/ml) Va-F^-f^ftfiMrr* 24 B*IWtM(lCDCK 

7t^T. I L-4^3J:t;cpGODN2 0 0 6 Zm&\zmiia?Z> 
t, GM-CSF*Tig»LfcMDC<htt$&LT, VSVAG-GWW 

VSV-E lE2ttGFP«©;i-t>f-^ 
25 flUtfcjd^-TSJlii^WfejfiMCftofc. I FN— a, polyl :C, L 

PSiSettfTNF-a \t, VSV-ElE2*«k^VSVAG-GOMto 
ViTGFP + «©A°— fe>x-S?*«^$*fc. CpG 
ODN«, GM-CSF££fefci&*L-;fcMDCfc::fett*CD8 3fe£tfCD8 
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DCMWtSuiiaO, lE2fc2fr 

-?>1->&&Ztti7 9 h-X£VS V-E 1 E 2 gA©l§H^^TKibfc 0 
GM - C S F <!: i: fcfcigiUfcMD C ^ 4 B @ fcl^ ©IS©7>t >SfclM 
7^ h-7.ttb\Z3 7 WIS O^M'f >*a^-HU, va-H^^VS 
10 VSrSSabfc. 5/3L-H^-f^VSV«SI©WlCDC*EDTA (5m 

M) T«lf;, DCtJff^M«Bia«c"C»*HepG2t&JttW-*fc«>k:, -> 
a- F^-f 7V S V^a©tfftCH epG2&5/ig/ml ©7>t>«lfc, 
MDCZ^yi-y-cmmwrZt, VS V-E l E2^ft§GFP*«(D 

L tztf, v svAG-G©lAt:ftfi 

15 (018) o ^>^>©£©cfc-5&ifi«$Jllte, luEHCVS: 

ssaufcMDCfcfeViTflisgsnfc (019) . cnt^u #7*1 — x&v 

S V-E 1 E 2 SfcteVS VAG-G<D\,*-?n\Z*>MDC\Z&tt2>m%±\Z&W% 
R&Zfc&ofc. mVkm^tlZ, EDTAHVS V-E 1 E 2©«Jfttt*fiT 
■Zttfrvftifi, V3VAG.-G©!£gM££^£fcSI$*Ufc. ^n^,©x-^!-i,. 

20 T>/-^M©^7j<«^Ca 2+ #fe#W^TDCi:VSV-E lE2t©li 
2ftUBfcH4UW* -tl^^L, HepG2iJSII^TH V 

>t>«VSV-E 1 E2©«£PI$L&frofc (0 2 0) . V 
S V-E 1 E2©MA£ffi5#TO, He pG2 tMDCtTfttS^SJl^*^ 
IgELT&O, -7>t>MD C±©^f llfi^S W, VSV-E 

25 lE2±©#^fc«J£#L&V>£<h£^T. 

D C fcSfr* U9f-><D%WfiV S V - E 1 E 2 HOT -S-tOfiStt t^frT? 
&*j&>SJfe§W<£ifcafc, GM- C S F fct fclCig^U&MD CiGM-C S 
FtIL-4t(DUfr&t> J £T*%mistzMDC\Z-O^T, DC- SIGN, T> 
y-XUt^- (MR) fc<fctf7>5?xU>©8SteJfc*i^fc. DC-SIG 
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NOmite, GM-CSF&itf I L-4tt%\Z%mist£MDC\Z&^T, G 
M- C S F t tWzmmLtzb®*. QH&fr-otztf, MR&£Z£y >^x U ><D% 

-e 1 e 2®mmzmmm^LT^tz^z.t$:7jim-tz>o 

5 

*%W\Z. m&CMft&vmWJz^MfzmMm&J&ft (IL-15, >id^ 

iff & * mm? z> & <d mmM®, & n z. n e> * m v> 5 Wl c mw& 
10 <Dmm-%mzm&-?z>o xmwvmmMm&ztmm-jjmz^T, mmmmc 



WO 2005/023289 PCT/JP2004/013283 

32 



I. IL-15, Sin-f FIMMiiSf WVi'f^lI^ 

5 £>fc&©|g»]Ml 0 

2 . I L - 1 5 S#WT5H^ 1 eiRC!)|5XtlJGfitt. 

3. IL-15ft#rr*. #ttCM©MI:^TI FN-a ttffl 

4 . 5 XD-f FlitilSsWJilf§tftl)ii^ 1 IBtt® l£gg&j$tt. 
10 5. $lD<FlftlW»Sfmt5, ttttCSffF&CDJi&afc* 

UTI FN— a t#ffli"*fc8e>©»*5(4IB*©E*i!iJ^'». 

6. 5ID^H«lMI«af^, CpG^U^x**^*^^ 
H, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 

15 ^&&J&$). 

10. I L - 1 5, 5 XD-f H^MM^»Eg^lKl/^^>ife^K 

II. I L - 1 5, 5in^ H»tt^AU^RbMttEa?K^l/^^>lt^M 

25 fc&wrena 1 iHi©sM®tM^iii;S4t5 c t*^tn»ttc 

1 2. «ttCS!lff^*^*r*fc»©B5ll©i4jfiCDfc»<DI L-l 5, SXD 



WO 2005/023289 



PCT/JP2004/013283 



1/12 



N-DC 



HCV-DC 



W IFNa IFNjS TNFot IL-12 IL-15 IL-18 

LLLLLtLL 



MICA/B 



-> 



loon 



•Ss 7 c- 

I 

ft 

» 501 

3 



25" 



0" 



E-15 



o 
o 



8 

8 

9 



<s>. 

o 



o 

1+ 

o 



8 



NV CH-1 CH-2 



1001 



v 
ft 

ea 50" 

3 



2£T 



o 



88 

o 



IFNa 



* 



1 



NV CH-1 CH-2 



WO 2005/023289 



PCT/JP2004/013283 



2/12 

03 



N-DC 



HCV-DC 




2.5/1 5/1 10/1 
E/TJt 

□~NK 

NK/DC (-) 
O NK/DC(IFN q, ) 

NK/DC(IL-15) 



r 

25/1 5/1 10/1 
E/TJfc 



IT) 



NK 





1.9 







NK/N-DC 

aFN a ) 



i9 


:. 253 







NK/N-DC 

ai-is) 



— $S 









NK/HCV-DC NK/HCV-DC 
(IEN a ) (IL-15) 





WO 2005/023289 



PCT/JP2004/013283 



3/12 



05 




2.5/1 5/1 10/1 
E/Tib 



□ NK 

| NK (IL-15) 



IT) 



NK 





0.6 







NKflL-15) 




IFN- 



06 



50 




■ I I 

2.5/1 2.5/1 10/1 
E/Tit 



□ NK 

♦ NK/DC(-) 

• NK/DCaL-15) 

8NK/DC(-)-h7>x0i/u 
NK/DCffL-1 S)H7>xt?x;i ■ 



WO 2005/023289 



PCT/JP2004/013283 



4/12 




2.5/1 5/1 10/1 
E/T it 



Id 



NK/DC(-) 
[NK/DCaL-15) 



IgG 

anti-MICA/B 



®8 

NK/DC(IL-15) 



(-) anti-MICA/B anti-NKG2D 




> 

ifnt 



WO 2005/023289 



PCT/JP2004/013283 



5/12 



J*DC 



r H 



HCV-DC LlBNaP r 



0 25 50 75 100 
IL-12p70 (pg/iaL) 



N-DC IjFN a 
HCV-DC r * 



0 25 50 75 100 
IL-15 fog/foL) 



(-) 
IFNa 



HCV-DC £ B 




0 50 100 150 200 

TNFa (pg/inL) 



N-DC []lEN< 
HCV-DC [j^ 



0 25 50 75 100 

010 

IFNa 

(-) anti-IL-15 anti-IL-lSRa 



LULL! 

BHbu_— ^_ UU-O. 



MICA/B 



WO 2005/023289 



PCT/JP2004/013283 



6/12 

hi i 




IFN/3 <pg/foL) 

112 
IL-15 

N-DC (-) anti-IENR 



HCV-DC 




> 

MICA/B 



WO 2005/023289 



PCT/JP2004/013283 



7/12 



1 3 



cd34 mwm (/no 

o ro w u> 



^DC(/jiO 





msafiiEfflBS (/^i) 




to to w 

O <-* O O o 



► 



s 



I 



• ••• • % y+ • • • 9 - 



MDC 

o ro -i^ on oo o n> 



> 
n 

s 




WO 2005/023289 



PCT/JP2004/013283 



8/12 



1 4 



3&4BMDC 



GM-CSF 



GM-CSF+IL-4 



VSVAG * 






* 

A 






a 






* 




0.1 


* 






W U* 


VSVAG-G * 






• 

0 






i 






* 


«W 











0.2 



VSV-E1E2 ' 



S4HPDC 
BL-3 



1 5 



gi4BMoDC 



f|7BMoDC 



VSVAG * 



GM-CSF GMrCSF+IL-4 . GM-CSF .GM-CSF+IL-4 



ll 0,2 









0.2 



VSVAG-G 



VSV-E1E2 





* — g 






o -tf 


w 



i 
a 






0,0 


■ W IP lo> 1 






BL. 


iijil I! 










■V' 



«• — v ;y— i 
















'J* 


if 





GFPfggl 



WO 2005/023289 



PCT/JP2004/013283 




WO 2005/023289 



10/12 



PCT/JP2004/013283 




WO 2005/023289 



PCT/JP2004/013283 



11/12 

HI 8 

MDC 




0 5 50 500 5000 5000 



( ng/ml ) #5£I--X 
(ng/ml) 



mi 9 



MDC 

4000 | 




(ng/ml) 



WO 2005/023289 



PCT/JP2004/013283 



12/12 



M2 0 

HepG2 




0 5000 



(ng/ral) 



WO 2005/023289 



PCT/JP2004/013283 



1/5 

SEQUENCE LISTING 
< 110> Intellectual Property Consulting Incorporated 
<120> Composition for Treatment of Chronic Hepatitis C 
<130> P04-145PCT 



<130> P04-118PCT 

<150> JP 2003-315498 

<151> 2003-09-08 

<160> 15 

<170> Patentln version 3.1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 20 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcagggaatt gaatcccagc t 



21 
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<210> 3 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg 18 

<210> 5 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 

<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 



20 



<400> 6 

gtcaagagct acagcttgta c 



21 
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<210> 7 
<211> 19 
<212> DNA 
<213> homo sapiens 

<400> 7 

ggtgagcttt ctcctggag 19 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 

<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 9 

catgtaggcc atgaggtcca ccac 24 



<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 
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<210> 11 
<211> 21 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 • 

cgggagagcc atagtgg 17 



<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<210> 15 

<211> 21 

<212> DNA 

<213> hepatitis C virus 

<400> 15 

ctgcggaacc ggtgagtaca c 
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